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by the year 2020, primarily because of external demands and internal 
investments.  
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OBJECTIVES: Health technology assessment bodies are increasingly reviewing 
the clinical and economic evidence on various surgical procedures. Such reviews 
typically use a hierarchy of evidence, with randomized controlled trials (RCTs) 
designated Level I evidence and case-control and case-series studies designated 
Levels III and IV. The objective of this study was to explore the evidence 
available to determine the value of a well-established surgical procedure. 
METHODS: A structured search of PubMed was conducted on rotator cuff surgery 
using Medical Subject Heading search terms. Internet searches identified 
evidence-based guidelines for this condition. RESULTS: Two RCTs evaluating the 
efficacy of arthroscopic repair of rotator cuff tears concluded that arthroscopic 
repair was superior to the alternatives studied. Ten systematic reviews 
examining studies of surgical technique modifications for rotator cuff surgery 
were identified. All 10 reviews reported that, despite limitations, there was 
enough evidence to identify surgical techniques that resulted in improved 
clinical outcomes. Most of the systematic reviews found Level III or Level IV 
evidence for recommending one type of surgery over another. In 2010, the 
American Academy of Orthopaedic Surgeons (AAOS) published evidence-based 
guidelines to improve treatment for 25 different rotator cuff problems; 74 studies 
were deemed of sufficient quality for use in the guidelines. However, more than 
half of the 25 recommendations (n=15) were characterized as inconclusive owing 
to the levels of evidence available for review. CONCLUSIONS: The 
pharmaceutical framework for evidence hierarchy often may not be appropriate 
for surgical procedures and devices. There are challenges to running clinical 
trials in surgical setting, making them impractical and unaffordable. Especially 
with well-established procedures, evidence review will require a balanced 
approach using the best available evidence and clinical expertise.  
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OBJECTIVES: The Affordable Care Act (ACA) has been upheld by the United 
States Supreme Court. Four principles of the ACA are driving changes in the US 
health care system, those principles are improving outcomes, quality, safety and 
containing costs. This study looks at several product outcomes guarantees to see 
if they support the cited ACA principles to benefit the health care system. 
METHODS: A review and analysis of published payer coverage policies and 
contracts entered into by product manufacturers with several US payers. 
RESULTS: Three publically available examples were analyzed and described 
herein: a) WellPoint analyzed over 55,000 claims for use of zafirlukast, 
montelukast sodium and zileuton and determined that outcomes for these 
products were better and more cost effective even when used first-line, outside 
of FDA indication; b) Cigna entered into an agreement with Merck where 
additional rebates are paid by Merck if patients who are on sitagliptin if patients 
stay on therapy and see blood sugar levels fall; c) EMD Serono and Prime 
Therapeutics have an agreement where rebates are paid if the total cost of care 
of an interferon beta 1a patient is greater than a patient on other MS drugs, or if 
adherence to the drug exceeds a specified level. CONCLUSIONS: Outcomes 
guarantees by product manufacturers are still in their infancy in the United 
States, but recent examples show that payers are looking at these agreements as 
a way to improve outcomes and control costs. The ACA may help to drive more 
outcomes guarantee agreements because they do support the key principles of 
the ACA. Drug manufacturers must clearly understand how their products will 
perform when used outside of a clinical trial in order to negotiate such 
agreements.  
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OBJECTIVES: Our aim was to gather perspectives from a diverse group of payers 
on how the rapidly evolving field of comparative effectiveness research 
(CER)/relative effectiveness (RE) will impact evidentiary standards for pricing and 
coverage decisions by 2020. METHODS: We conducted semi-structured 
interviews with 16 senior officials representing large payers, accountable care 
organizations, HTA groups, and pricing and reimbursement bodies in the US and 
Europe. An online survey was used to assess current use of CER/RE evidence and 
potential trends that might influence its use for decision making by 2020. The 
interview was designed to elicit their definitions of CER/RE and structured 
around 4 hypothetical cases resembling therapeutics expected to be more 
common and poised to create policy challenges by 2020. Topics included 
acceptance of designs (e.g., pragmatic trials) and analytic methods associated 
with CER/RE (e.g., indirect comparisons). A systematic content review was used 
to extract relevant information. RESULTS: While there was marked diversity in 
responses, there were some common themes. Respondents anticipate growing 
reliance on policy levers such as conditional reimbursement and prior 
authorization to control diffusion. Randomization will remain an essential 
component to assess comparative effectiveness. Respondents anticipate more 
aggressively using techniques like cluster randomization to conduct studies in 
their population. Case studies provided important insights into situations when 
certain types of CER evidence may be acceptable (e.g., observational data when 
differences between drugs are largely convenience). Payers would like to see but 
remain skeptical about harmonized approaches such as adaptive licensing to 
stage evidence development. CONCLUSIONS: Industry perceptions that CER will 
change payers' evidentiary requirements in the future are consistent with our 
findings. This arises both from a growing investment in analyses of their own 
data and increased reliance on policy tools to control diffusion that will drive the 
type of evidence industry will be required to produce.  
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OBJECTIVES: In the development and post-launch support of medicines, there 
are a myriad of issues in selecting comparator(s) for trials, studies, modeling 
and/or other analyses. The principles and process for the selection of 
comparators has a limited body of literature focused mainly on the randomized 
control trial design. Guidance documents exist but are not always sufficiently 
clear or consistent in their criteria. Our objective is to examine the complexities 
in making a generalizable comparator selection considering the many issues and 
questions found in the literature. METHODS: We conducted a comprehensive 
search of the published and grey literature, guidelines from regulatory, HTA, and 
professional organizations that addressed the comparator selection process as 
well as case studies and published opinion on the issue. We excluded 
publications that did not address issues, principles, and criteria for selecting 
comparators. We independently assessed this review with the final framework 
developed by team consensus. RESULTS: We propose a framework organizing 
the principles, methods and unresolved issues for the appropriate selection of a 
comparator product. It consists of: 1) foundational elements (e.g., clinical 
equipoise, ethical issues); 2) gaps in existing knowledge (e.g., systematic 
evidence reviews, is there a clear standard of care?); 3) hypotheses/questions to 
be addressed (e.g., intended purpose of the study/analysis, known characteristics 
of the investigational product); 4) study or analyses design-specific comparator 
criteria; and 5) exploration and validation of the proposed choice(s). 
CONCLUSIONS: Currently, several efforts are underway to define a clear and 
equitable process for comparator selection that is more consistent and 
acceptable to decision-makers and stakeholders. Our proposed framework could 
help support development of a more transparent and harmonized comparator 
selection process that better addresses the evidence needs of industry, 
regulators, HTA agencies and payers.  
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OBJECTIVES: To understand hospitalization costs, expenses covered by 
insurance and disease distribution among urban inpatients with basic health 
insurance (BHI) in China between 2009 and 2010, providing data evidence for the 
government further improving BHI policies and drug regulation system. 
METHODS: A nationwide, cross-sectional sampling of urban inpatients with BHI 
was conducted in mainland China. A retrospective analysis was adopted and all 
results were extrapolated to the whole country according to the population, 
economics and other factors in the inpatients’ cities. The statistics analysis 
software was SQL Server 2003. RESULTS: There were 31,460,000 cases after 
extrapolated (sample=236,366) in 2010, with an increase of 13.92% than that of 
the previous year. Second-class hospitals received more hospitalization cases 
(45.47% of the total ) in 2010 than the previous year (41.28% of the total). Average 
hospitalization cost per visit in 2010 was 8056 RMB, an increase of 5.05% from the 
previous year. Remarkably, medication expenses accounted for about 49%, which 
was approximately equal to the previous year. The expenses covered by BHI 
accounted for 67.73% for each vist, which was higher than that of the previous 
year. Cerebrovascular disease had the most hospitalization cases (9.95% of the 
total), followed by cancer, ischemic heart disease, Hypertension and chronic 
lower respiratory diseases. The total hospitalization cost of cancer (36.403 billion 
RMB) was the highest, followed by cerebrovascular disease (25.242 billion RMB) 
and ischemic heart disease (20.472 billion RMB). CONCLUSIONS: The average 
hospitalization costs per visit and total hospitalization costs all increased. And 
rational drug use should be still paid more attention since the drug costs 
percentage was steadily high. Helping inpatients select proper hospitals to see 
doctors and strengthening the administration of diseases cost highly will be 
helpful for reducing the medical costs.  
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OBJECTIVES: To 1) Determine 2012 price trends for 12 therapeutic areas in 12 
countries; 2) segment countries and therapeutic areas by predominant price 
trend, and 3) analyse drivers behind price movements. METHODS: We analysed 
price movements over 2011-2012 for oncologics (L01, L02), respiratory products 
(R03), antidiabetics (A10A, A10B), lipid regulators (C10A, C10C, C11), 
antipsychotics (N05A), angiotensin II antagonists (C09C, C09D, C09X), anti-
ulcerants (A02B), antidepressants (N06A), antivirals (J05A), platelet aggregation 
inhibitors (B01A), vaccines (J07), and multiple sclerosis treatments in Australia, 
Brazil, Canada, France, Germany, Greece, Italy, Japan, Spain, Turkey, the UK, and 
the United States, using IHS’s pricing database, PharmOnline International. All 
56,949 analysed presentations were studied for their 2012 price trend (“price cut”, 
“price increase”, and “no price change”). Within each country, therapeutic areas 
were assigned a predominant price trend on a percentage basis. RESULTS: In 
2012, four markets (France, Italy, UK, United States) were associated with price 
stability as a predominant price trend across the therapeutic areas considered 
while five (Australia, Canada, Greece, Japan Turkey) were associated with price 
cuts, one (Germany) with price increases and two (Brazil, Spain) with co-
dominant price trends. In 2012, six therapeutic areas (L01/L02, R03, A10A/A10B, 
J05A, B01A, and J07) were associated with price stability as a predominant price 
trend across the markets considered while six (C10A/C10C/C11, N05A, 
C09C/C09D/C09X, A02B, N06A, multiple sclerosis treatments) were associated 
with price cuts. CONCLUSIONS: Price trends vary not only by country and 
therapeutic area but also over time. At the country level, predominant price 
trends reflect the role that national P&R systems and pricing policy play as 
drivers of price changes. At the therapy area level, dominant pricing trends 
somewhat correlate with the extent of generic competition.  
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OBJECTIVES: To study the quality of patients' drug supply within the framework 
of the guaranteed volume of free medical care in regions of Kazakhstan. 
METHODS: Anonymous interview of doctors was conducted using a specially 
designed questionnaire comprising 20 questions. Questionnaire survey covered 
638 physicians of medical institutions of Almaty and the five regions of 
Kazakhstan. The analysis was conducted in the outpatient organizations, 
hospitals and health care organizations that provide specialized care. Their 
share of the general sample was 57.4%, 40.8% and 4.9%. RESULTS: The survey 
revealed that 51.7% of the doctors in the interview are directly involved in the 
process of forming the list of drugs to be purchased and knows formulary list of 
medical organization and working with it. 88.9% of respondents have never had 
courses of drug management. In the most cases (70%) sources of information 
about new drugs for doctors are scientific seminars and conferences organized 
by pharmaceutical companies, specialized publications (60%), work colleagues 
and medical representatives (61%), 25% of cases from information materials in 
pharmacies, advertising in media (19%) and specialized exhibitions (15%). 92.7% 
of respondents are rely to a treatment protocols prescribing drugs. At the same 
time, 84.6% of doctors still had to advise patient to buy drugs what don't 
included into formulary list of medical organization for effective treatment. Less 
than 20% of respondents mind about a price of assigned medicine, and only 5% is 
guided by consultation with a pharmacologist. 66.8% of respondents are not 
satisfied or partly satisfied by the quality of purchased drugs. At the same time 
more than 50% reported the absence of efficiency in their prescribing. 
CONCLUSIONS: Thus, there are certain problems in questions of populations’ 
drug supply and also the prescribing and using of medicines by the doctors that 
can affect on the efficiency of the treatment.  
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OBJECTIVES: Title IX of the 2007 Food and Drug Administration (FDA) 
Amendments Act provided the FDA with enhanced authority to ensure drug 
safety by (1) requiring post-approval risk studies; (2) requiring that new safety 
information be added to product labeling; and/or (3) requiring companies to 
submit a Risk Evaluation & Mitigation Strategy (REMS) to ensure that the 
product’s benefits outweighed the risks. The objective of this study was to 
describe national utilization trends for selected drugs for which a REMS has been 
implemented. METHODS: Data were obtained and combined for five years, 2006 
through 2010, from two large national surveys: the National Ambulatory Medical 
Care Survey (NAMCS) and the National Hospital Ambulatory Medical Care Survey 
(NHAMCS). The weighted annual frequencies of drug mentions were computed 
for the following 12 drugs: rosiglitazone, exenatide, olanzapine, quetiapine, 
metoclopraminde, ciprofloxacin, levofloxacin, moxifloxacin, pregamblin, 
topiramate, lamotrigine, and levetiracetam. Each drug had a REMS requirement 
imposed between December 2008 and December 2009. RESULTS: To date there 
have been 206 REMS plans deemed necessary and approved by the FDA, 
including currently active individual and group REMS plans as well as inactive 
(released) REMS programs. In 2006, for the 12 individual drugs selected for this 
study, the number of times a drug was mentioned ranged from 1.1 million for 
exenatide to 6.8 million and 6.9 million for levofloxacin and ciprofloxacin, 
respectively. In the year of REMS approval and/or the year immediately following 
approval, a decline in utilization was observed for 11 of the 12 drugs ranging 
from 4.6% to 53.3% (% change relative to previous year). Only one drug, 
levetiracetam, showed no decline in utilization. CONCLUSIONS: This study 
showed a relationship between REMS implementation and declining utilization. 
However, future work is warranted to evaluate the partial effect of REMS 
implementation compared to other possible factors affecting utilization.  
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OBJECTIVES: One criticism of prescription drug monitoring programs (PDMPs) is 
that they may compromise access to appropriate therapy, called the ‘chilling 
effect’. Previous research evaluating the impact of benzodiazepine monitoring in 
New York (NY) reported that benzodiazepine use dramatically decreased and 
remained stable at that lower level. In January of 2008, South Carolina (SC) 
implemented a PDMP that included benzodiazepine monitoring. We examine the 
impact of the PDMP on benzodiazepine use by comparing use before and after 
implementation. METHODS: We used a publically available, private insurance 
claims database containing records from January 2007 to December 2009. 
Continuously eligible SC residents between ages 19-65 were analyzed. Logistic 
regression models examined the likelihood of filling a benzodiazepine 
prescription during each month. Control variables included PDMP status (active 
vs. inactive) and recipient characteristics (age, gender, race, and education). 
Interaction terms were included to determine if the PDMP had a differential 
impact based on demographics. Statistical analysis was conducted in STATA 
v12.0. RESULTS: A total of 20,260 recipients were included. Regression results 
showed recipients have higher odds of filling a benzodiazepine prescription 
when the PDMP is active versus inactive (p-value<0.001; CI 1.377-2.023). PDMP 
implementation was shown to more negatively impact the likelihood of females 
filling a benzodiazepine prescription compared to males (p-value 0.009; CI 
0.8272-0.9727) and recipients between 50-65 years compared to recipients 19-29 
(p-value 0.034; CI 0.7029 -0.9866). CONCLUSIONS: In this population, the 
implementation of the PDMP did not create a ‘chilling effect’ by decreasing the 
likelihood recipients would fill a benzodiazepine prescription; a contrast to 
previous findings from NY. Our study is limited by the use of a pre/post design 
with only three years of data from a privately insured population. Further 
research should focus on additional states and populations to better determine 
the impact of PDMPs on benzodiazepine use.  
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OBJECTIVES: Regional variation in Medicare prescription drug spending is largely 
driven by the use of expensive brand-name drugs versus cheaper generic drugs 
in some areas. We examined the relationship between Part D cost sharing and 
regional variation in use of generic drugs overall and in a widely used drug class: 
statins. METHODS: Data were from a 10% random sample of Medicare 
beneficiaries in 2009. We assigned beneficiaries to 306 hospital-referral regions 
(HRRs). Our outcome measures, constructed at the HRR-level, were the share of 
prescriptions filled for generic drugs, overall and for statins. Key independent 
variables were the absolute dollar difference for the mean copayment between a 
brand-name drug and a generic drug (standardized to a 30-day supply). All 
estimates were adjusted for the demographic and health status differences. 
Spatial lag models were used for estimation in order to account for spatial 
autocorrelation of HRR-level. RESULTS: The share of all prescriptions filled for 
generic drugs ranged across HRRs from 59.1% to 80.3% for drugs overall, and 
from 43.8% to 84.2% for statins. The copayment difference between brand-name 
and generic drugs ranged from $28.9 to $58.0 for drugs overall and from $28.0 to 
$33.7 for statins. Controlling for all other covariates, the copayment difference 
had a strong positive association with share of prescriptions filled for generic 
drugs overall (coefficient: 0.19; p<0.05) and for statins (coefficient: 0.81; p<0.01). 
CONCLUSIONS: Regions with Part D plans that had a larger differential in cost-
sharing between generic and brand-name drugs had higher rates of generic drug 
use than regions where plans had smaller cost-sharing differences. Increasing 
the cost-sharing difference between generic and brand-name drugs could be an 
effective way to encourage greater use of less-expensive generic drugs in high-
cost regions. This change in benefit design could generate substantial savings for 
the Medicare program and for beneficiaries.  
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OBJECTIVES: Imaging diagnostics include test applications in which images of 
living tissue are captured and evaluated for guiding clinical decision-making. In 
recent years, the push for faster, less invasive testing methods has driven the 
rise in development of novel imaging diagnostics for detecting, staging and 
monitoring disease. Imaging diagnostic applications, however, present with 
